p=0.0059 Figure 4 ) (A) PCA plot following metagene projection of AmpliSeq gene expression data onto microarray gene expression for normal human brain samples (GSE25219) shows an alignment of NES-1, NES-2, hbNES-1 and hbNES-2 tumors, SHH-Xenografts, G3-Xenografts, and G4-Xenografts with MB patients.
Figure S4. NES-1, NES-2 and hbNES Tumors Exhibit Expression Signature Specific for Medulloblastoma (Related to
(B) 3-dimensional PCA plot following metagene projection of AmpliSeq gene expression data onto microarray gene expression for human MB samples (GSE85217) in order to visualize MB subgroup affiliations. Figure 5 ) (A) Kaplan-Meier curve comparing overall survival between patients with high (n=32) vs low (n=32) expression of POU5F1 demonstrates that high expression defines a high-risk group of patients within SHH infant (SHHβ and SHHγ) subtypes. Expression cut-off between high and low groups was selected based on median expression and the p-value was obtained from the coxph score test (corresponding to log-rank test). (B) Kaplan-Meier curve comparing overall survival between patients with high (n=38) vs low (n=83) expression of EIF4EBP1 in pediatric (<18 y) SHH patients. The expression cutoff was determined based on mean expression and the p-value was obtained from the coxph score test (corresponding to log-rank test). (I) Abrogation of the endogenous p53 function resulted in significant (*, p < 0.05) reduction in latency of hbNES-1 cells relative to empty-vector cells, while similar suppression in NES-2 cells demonstrated a strong trend in shorter latency (p = 0.14, Gehan-Breslow-Wilcoxon test) (J) p53 activity suppression showed similar reduction in latency as POU5F1 overexpression in both NES-2 (p = 0.31) and hbNES-1 (p = 0.43) (K) POU5F1 expression positively correlates with the expression of EIF4EBP1 (4E-BP1) within SHHβ and SHHγ subtypes (Pearson correlation). (L) Correlation comparison of POU5F1 mRNA expression in NES and hbNES tumors in respect to the 4E-BP1 phosphorylation levels (Pearson correlation). POU5F1 expression in NES and hbNES tumor tissue significantly correlates with the 4E-BP1 phosphorylation levels. (E) BET and mTOR inhibitors synergize to reduce viability of NES and hbNES tumor cultures. CI scores were computed as described in Methods and CI score < 0.80 was considered synergistic.
(F) Combined BET and mTOR inhibition induced cellular senescence in embryonic and iPSC-derived neuroepithelial stem cells. (G) Representative Oct4 staining microphotographs of NES-1 tumors treated for 8 days with 1mg/kg INK128 or vehicle. Scale bar=50μm. *** p < 0.001. Figure 2 and STAR Methods.
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